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SECONDARY ENDOCRINE THERAPY WITH ORAL ESTROGEN
FOR RELAPSED PROSTATE CANCER

Toru ON1TA, Tsukasa Icawa, Hiroshi HISAMATSU,
Hideki SARAT and Hiroshi KANETAKE

The Department of Nephrourology, Nagasaki University Graduate School of Biomedical Sciences

We report clinical outcomes of secondary endocrine therapy with oral estrogen for relapsed prostate
cancer. A total of 18 patients were treated with oral estrogen as a secondary endocrine therapy for relapsed
prostate cancer between February 2002 and December 2007. One mg/day of cthinylestradiol was
administered orally and the dose was increased to 3 mg/day if necessary. A decrease of serum prostate
specific antigenn (PSA) level was seen in all of the 15 patients who were able to take ethinylestradiol without
severe side effects.  The PSA level was decreased more than 50% in 11 out of 15 (73.3%) patients. Median
re-relapse-free survival was 15 (3-32) months. This effectiveness was as good as intravenous high-dose
dicthylstilbestrol diphosphate (DES-DP) treatment which was used as a secondary endocrine therapy for
relapsed prostate cancer at our institute previously. Oral administration of ethinylestradiol is effective and
outpatients can be treated at a low cost, so it should be considered as one of the treatment options for relapsed
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prostate cancer after initial endocrine therapy.
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722EbHY, HMRENZIEICN T AT A ba
Y ORI T D IEERDPH 5 b,
Z 2 TAE, FREILIRAEICAS % ethinylestradiol %
MWD A b a7y Y RO 2 Wt 5.

MR E A E

20024F 2 A & D 20074E12 £ T2, HhEaxlZB T
TRRATT LM E B S, RN IR L LT
ethinylestradiol D 135 % Flds S 721861 2 xf R &
L7z BFREEIbREE TiTo 72, #5813 1 mg/
H (532) oREL, RPATITHLYE1E 3
mg/ H £ Tilfit L7z, Ethinylestradiol ®EHEH @ 1 >

il

* L e RIR PR R R

(Hinyokika Kiyo 55 : 595-598, 2009)

Tdh 5 MBIEEOFHHNT, 2FIZ7AE Y ¥ 100
mg/ HOWARZE PR L7z

Ethinylestradiol #%5-FH#5 T O 1L PSA H X 1 50%
U LEOETAA LN 6 % PR, PSA O T 3%
HRiD50% K12 & &% o 7284 % NC, PSA DK
oA LN ro72E% PD L ERLT:.

1% PSA o> 3 MR FHH Bk, Wifg o
Wz EOMBL, BAFOREDOHRH b N6
AEER L EFR L. AR, PR FRGIM, FE%
FTOMBBLOEERRERE T L LI, 1996
7 H A 520004E 7 H E T2 kNG L LT
DES-DP O UM SHER % JifT S 721861 & & Bk
&t @ 47> 72, DES-DP % 5-#£ 12 1%, DES-DP 500 mg
%58 5 [\, F300 % BRI AUEEHE 2TV, 2 0kiE
TREZBR D B & (2~3mg/H) @ ecthinylestradiol ®
G- 21T->72. 7B, DES-DP 5812815 %E
x> DES-DP #5813 4~20g, ¥ 13g THo
2 BEM OB « BUEB LU A 2 SFlE 2 H
WV, p MED0.05KGOW G HEAD ) & L7,

& R

BHEWR% Table 1 IR, ZWiE £ O hILE

o



596 WIRAEE 558

Table 1. Patient characteristics

No. of patients 18
Age at diagnosis

Median 73

Range 61-83
PSA at diagnosis (ng/ml)

Median 155

Range 22-2,660
No. Pathological grade (%)

Moderate 5(27.8)

Poor 11 (61.1)

Unknown 2 (11.1)
No. Clinical stage (%)

T2NOMO 1(5.6)

T3-4NOMO 6 (33.3)

T2-4N1MO 1(5.6)

T2-4NO-1M1 10 (55.5)
No. Initial treatment (%)

LH-RH agonist 2 (11.1)

MAB 12 (66.7)

RRP after neoadjuvant MAB 1(5.9)

MAB + chemotherapy (CDDP + THP-ADM) 3(16.7)
Age at relapse

Median 77

Range 64-88
PSA at relapse (ng/ml)

Median 16.0

Range 3.1-3,433

12735% (65~837%), IMiE PSA O YLfiEid 155 ng/ml
(22~2,660) Td o7z, MBI LIEI RS %
< (11 dl, 61.1%), B&IRAE I TS LL k2317 6l
(94.4%), NI 758 Bl (44.4%), M1 251041 (55.6
%) CHEFTHESLEE HDTW WEE#EE LT
1%, maximum androgen blockade (MAB) % i 12
(66.7%) O, LH-RH 7 =2 N HAH2 6, MAB
WLV ATIF v EETNVEY v 2 L 725
ez 3 BB X OF MAB 12 & % neoadjuvant 1%
(AR B HT SR A & AT L2 1 B E EhTw
7z. LH-RH HAEG B L OFAMERIL, PSA E&F#%
IZ MAB B2 BAT LT 7z #la MAB & Tl
L7z7vF 7y FaryoNHis, €4)vs 3 FI3H)
(72.2%), 7V IR 16 (5.6%), BEfRZ u~o
J 4Bl (22.2%) TH- 7z, 26T antiandrogen
withdrawal syndrome (AWS) Z#EFE L, 1861+ 1261 T
TYFT Yy Rar e (EAVY I F>T Ly
IN9BY, BEFRZ LT Y ) TV F I R2f, 7
Vg I F=EHNy IR 14 PhEfTE vz 7
JAIRE (ethinylestradiol #%-5-Fi#aikg) o 45 D H JLfil 1
775% (64~887%), i PSA ® Higefiiix 16.0 ng/ml
(3.1~3,433) T o7

HITERZ 6 61 (33.3%) TiFhE, 36 (16.7%) T

1075 20094F

HALEHER, 261 (11.1%) THLERIALN, WL
FHERZE L2 20BLUOIBEREZE L 1 fITHS
MBS RETH o 72, FIEICOWTIE, 7HEIF
DAMrd %\ i ethinylestradiol D= TI > P —)b
WHEETH o7z LEMEE, KD 50T
fEEZ 2 L7EFIEA LN o7z,

B G-k HE TH o 72 1581 XTI B W TIH
PSA DARTASA S, 15FH 1161 (73.3%) T50%

Table 2. Comparison of patient characteristics

Ethinyle-
stradiol DES-DP p
No. of patients 15 18
Age at diagnosis 0.89 *
Median 70 69.5
Range 62-82 63-79
PSA at diagnosis (ng/ml) 0.42 *
Median 150 280
Range 22-2,400  43.5-3,100
No. Pathological grade (%) 0.53 **
Moderate 5(33.3) 6 (33.3)
Poor 9(60.0) 12 (66.7)
Unknown 1 (6.7) 0
No. Clinical stage (%)
T2NOMO 1(6.7) 0 0.228%*
T3-4NOMO 5 (33.3) 4(22.2)
T2-4N1IMO 1(6.7) 1(5.
T2-4N0-1M1 8 (53.3) 13 (72.
Age at relapse 0.25 *
Median 76 72
Range 64-86 64-80
PSA at relapse (ng/ml) 0.73 *
Median 16 83
Range 3.1-3,433 5.5-890
*: t-test, *¥: chi-square test.
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Months after administration of ethinylestradiol
Fig. 1. Kaplan-Meier analysis of disease-specific
survival after administration of ethinyle-
stradiol.
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Table 3. Comparison of clinical outcomes

Swadl  DESDPp

No. of patients 15 18
No. PSA decrease (%) 0.39%*

No response 0 2(11.1)

Less than 50% 4 (26.7) 5 (27.8)

More than 50% 11 (73.3) 11 (61.1)
Duration of PR (mos) 0.20%*

Median 9 3

Range 2-23 2-13
Duration to re-relapse (mos) 0.025%
(all patients)

Median 15 6

Range 3-32 2-15
Duration to re-relapse 0.046*
(M1 cases) (mos) (n=8) n=13)

Median 9 4

Range 3-29 2-13

*: t-test, ¥¥: chi-square test.

U bEo PSAKT (PR) A b7z, PRIEFICBIT S
PR ##6tiAH (ethinylestradiol ¥ 5-Fta & Y, U5
i PSA D50% % Bz % £ TOHIM) OHRftiz 9 #
A (2~237H) Thotz. BFITHEBREELZLT
BY, HERE CoOMMohREZI5snHE (3 ~327%
H) ThHhotz. BEFTTIZ6BIINEILL, FRENID
OEFBORREIZI97H (7 ~487 H) TH-
7o, ERE B L TRE S QAL O h UL EE
#5445 HTh o7z (Fig. 1). DES-DP #5-#: 1861 &
D % Table 2 38 £ UF Table 3 12”9, FHiKFIC
Mt F N e HEEIIEDO SN h o 7275, ethinyle-
stradiol % 5-FF 12l DES-DP # 5-#:C M1 EBI %
CRBOBNT (53.3% vs 72.2%) (Table 2). FF#
FTOHEOHFRAEL, ethinylestradiol #%5-#:T157
H, DEP-DP #5-#:T 6 7 H &, ethinylestradiol # T
HEICE,Po72 (p=0.025). DES-DP #:T M1 fEHl
N\ NMERD S - 72728, M1 EBI O A Tl % g
L7zeZnh BHHBKRETCOMMIZRLIZY cthinyle-
stradiol # CHEICEN 572 (p=0.046) (Table 3).
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500, BRI BT 5 7 > N Oy v 2R
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LD S 5 AR S 2 L 5T,
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Z 2 Thiubiud, 2002475 & 4G H T BE 251
IAMar UEEERIB L. A var rofkbE
\& ethinylestradiol # 1mg/H (43 2) 5L, %)
RO & EEWERIER L 2255 &K 3 mg/
H (43) FTHEELZ. ZorEIZonTIE, 406
BT 1 mg/ Hi% 5K 5 PSA DIRT A A SN,
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327 H) Thoie.
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L7ERNZ e r o 72, 7 AKY ¥k & Ot SEE if
AT 5ZEI2LD, SRTREIZTA Mur w5850
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N5, LhL, FEFFLIILBEHEE HREE
DHRETH 5 LIV RTHERTH H 2 &, F R
REDHERZP LW L ExEZ DL, QOL
Tl ethinylestradiol DFEFG DI AENLT VL0 b
Lz, £72, ethinylestradiol (i TdH % &)
FlribdH b, b LD ethinylestradiol 12 & 2 iGHEH DT
PRI LTD Ry FLVAERTH S %51,
ethinylestradiol #1#%5-12 & 2 IGHE OMMHEA S 5 125
ThoLEZLN, SROBEHBETHSH. 72721,
SROBFIZB T, TEEABD DR wz0, &
SUIIEBIE 2 8% L T ethinylestradiol #% 145 DA RN
MBLUOLEEERFAT LI EVPLETHL. £L<
IZ, FRRRHT IR 203 % ethinylestradiol DIGIERNH
& RIS A IR W EAER R T OREPEETH H & -
His.
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FPRBT BRI X T B RN R L LT,
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ThY), HBYEFZRERDEL L0 QOL 23fiff T
ELEEEINED 1 2 TH D, Atk EFZER, b
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